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C71) We, ENDO LABORATORIES INC 
a Corporation organised and odstine under 
°f Dehwa^located 

YoA maO, United States of aS% dto 
hereby declare the invention for we 

!* to us, and 

^ me&od By which it Is to be petfonned, to 
be parucnlarfy described in ^ ^d,e 

tonowme statement: 

This mventioa relates to an oral narcotic 



^narowip, preventmg obtammeot of ibe 
dedred euphonant effect Thus, the combi^ 

^^^^ fordiveraiSrf^ 
an^ mto odttr diamieb and uses, 

be used in the 

oraapoaAms of this inycndon is oncxS^ 
ky^»d<«e,<»deine,propo«^ 

• - J -Jj;- 
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c^sufc or sjmm, conqmsmg a oaicoDc mucn 
liM aibstantial activiiy oraOy as wdl as bv 
injection, in ccmiWnatioit vidi a narcotic 
araagMust which is mndi less effective orally 
than by mjecdon, Ac ratio of antnonist to 
Micooc m die cwnhinntion being such Aat 
the am^onist does not Uoci tibe d&ct of tiie 
^»tK vAtt the combhijttioa is admin^^ 
ota^, b« does prevent d» obtainnient of an 
aw o^ionmt effect when the combination 
IS adnnnisteied by mjection. 

When administeisd orally in unk dosaze 
^i^the oompwidon ptovides a fully ^ 
tow theiapeimc di« of^ narcotic^ sibstan- 

an^gonet However, <rfiai fto combination of 
a^ve mgittiiente is extracted and^^ 
±e antagonist effectively Wodo the 



md comprising (a) a componnd having^ 
stantial narrouc activity bodi orally id bv 
mjecDoi^ die componnd being (iycodo^ 
hydrooodon.^ cndebe, prq^^yrS^ 
^nfEocme or a phannaceuticaUy acceptable 

theieoe. and (b) a narcoti^ 
2*iidi,iii snbstodally kss active ot^than 
15 injection, die nanwk antagonist befag 



hydroonp^ or a pharmaceutijSrM^- 
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(71) We, BNDO LABORATORIES INC 
a corporation oi^anxsed aod easting imd^ 
^^hS^c^ the State DcJawai^ bcated 

YoA 11530, United States ctf America, do 
iieieby dedare the invention for vrfnch we 
way that a patent mav be granted to ua, and 
me&od fey whkh & is to be peif ot^, to 
be particularly described in aad by the 
zouowin^ statoneat: 

Th is mvention relates to an oral narcotic 
composition. 

In fcneral, narcotic addicts do not obtain 
narco^ sattefection or a 
grativ^ slow, diffuse, and attenuated effect 
of narcoucs taken oralfy. Instead they sedk the 
rjmid, amcentrated, and nndimimshed effect 
of anii^ectod narcotic, prcferaWy intraveaoous 
or ^n ] in e^>, to achieve die desired acute 
eopnonant effect of a satisfactory '*hiKh" 
Cm^qoenriy, addicts sometimea ^tamtiie 
naore ^aily procoraMe oral narcotics soch as 
^zS^ and antitnsmvra, and extract die 
^^w^^csubs^^ so that it can be injected. 
Inps> n arcotic abuse tiiroogh diveraian of oral 
iiaro«ic Attqjttitic drugs into channel for 
n^^on by addicts has become a senous 
pr^Mem^m medidne and pnbKc health. 

This mvention provides a narcotic com- 
poamnn for oral administration, e^g. a tabtei 
cqjsule or syrup, cra^riaing a nan»& 
hm fflibstantwl activhy ordly as wdl as 
ngccnon, in cwnhinatian with a narcotic 
rat^gonist which is much less effective orally 
tnan by n^ection, the ratio of antagimist to 
narcotic in the cominnaticm bcmg such Aat 
me antagonist does not block the effect of the 

narooticj^ dje combination is administered 
OTfflty, but does prevent the obtaittniait of an 
ante effert irficn the combination 

28 aomuustered by h^ecticHi. 
Whm rfmhiisteted orally in unit dos^ 

P^tto^mic dose of die narcotic, sobstan* 
tialty imdnnmiRbed by present of tiie 

an^<HnsL ^wcvct, when & cmtibination of 
flctro faigtttfaeate is extracted and imected. 
die antiigDmat effectively btods the SSrf 



die natcotic, preventing dbtainment rf the 
desired euphonant effect ITius, die comhii^ 
drugs mto otiier channels and uses. 

^^^^^ rf this invention is oxycodone^ 

« ^> dcfinitdy recognised 

in sontt cases rf narcotic drug abnsclS^ 

Pentazixane likewtse & not at present 
^ narcotic cantrol Jn die U.S^; how- 

^h^Zitf'''^^ antagonist 
^ bordedmc naiixrtic, from which die nara>. 
tic compom^ has cmeiged suflSdemly to 
cause a fflgi^camt number of cases of drug 
abuse and addiction. ^ 
The narcotic antamnist used m tiie inven- 
ts hM8nhsdimii% gmater effectiveness 

^mmtfcredora%; Ae«^ 
N^^do ptnpgietiiyir7^-di^ 
hydroaqynoMBoiphhione or 21 - cydopxopyl- 
7« - (1 - hydros . 1 - methyietiiyl) - 6^14- 
" S?aM«wiJpavine (or d^- 

Tte ptannaceutical ooBi^ositian of die in- 
vrntmaa oy suitebk for onl aifaiinisfmion 
and iMiiipnaing (a) a componnd having sub- 
stmtial sanotic actiri^ bodi onUy ^ by 
ffijW^^ Ac ampoimd oxycoiW 
coddnc, propa^phoT^ 

^ flieieofc and (b) a narcotic antagooist 
nAidi is snbstantiaDy less active orfflS^Aaa 
oy jmectioi, tfae nanartic HnhieftntBt bdnff 
{II nafaEone or a phannaceuticBfly accept 
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so that (b) does not block the narcotic effect 
of (a) whm the coo^o^ciai Is admhusteied 
10 oralty bat does prevent an acute eaphodant 
effect by (a) Tvhen Ae auitpositiaa is hijcc- 
ted« 

The oon^ositions of the invention are con- 
ventional oral narcotic compositions;* except 

15 for die indusion of die narcotic antagonisr. 
In die case of tablets, diey will goieially coit- 
tain 5—100 mg of die naccotic and 0.001 — 
50 mg (nsoalfy OSXB — ^5 mg) ci die antagon- 
ist Liquid piqparatlons vnll generally conr 

20 tain 1--20 mg/ml of die narcodc and OXOQZ 
—10 mg/rxl (nsuatty 0.00)6—1 mg/ml) of 
the antagoxnsL Additional dmg% e.g. antir 
htKrarmnegi, nonrnaxcotic analgesica and and- 
qsasmodics may be ixKluded, aloc^ with con^ 

25 Vftntional esciplents in conventianal amoonts. 
The f oUowmg are some specific Esan^iles 
of die con^y^itions of the invendon and the 
nses to wfaidbi diey can be pot. 

Bzanxple 1. 

30 Oxyeodam with J^dixmrne — Oxycodone 
Is an effective oral narcotic analeesic and is 
gencndfy ised in a dose of about 5 mg. of 
o^codone hydrochloride per tabk^ to^dier 
•ffith aspirin, phenao^n ^id caffeine f samilar 

35 to die wcfl known '•APCwidi Codeinc^.Tlie 
addict wottM probably ha:ve to inject die 
narcs^c extract from 6 — 12 tablets to detain 
a1ii^". 

In die ounposcions of dus invention, tiie 
4D tablet (or 5 nu dose of Uqnii^ ^oold contain 
about 5 mg of o^oodone hydrochloride (or 
equivalent as die base or sak) tc^iedier wkh 
0.01-— 03 mg. of nalnyrnne l^drodilonde (or 
eooivaknt as base or salts) widi or without 
45 acuitionsl drugs scdi as aspirin, phensc^in 
and caffeine. The preferred tablet dose is 
myoodone hydrochTorid e 5 mg. and naloxooe 
h^rodikmde 0.1 map, tpgedier wisii aq;iicin 
2Z4 mgo phenOTfin 160 mgi, and caffeine 32 
50 mg. 



Bzan^ile 2. 
Hydrocodone with Ndaxane — l^dro- 
oodnfie is an effective oetsI narnoiic antttnsaivo- 
analgesic and is genexalfy used in a dose of 
about 5 mg. of hydrooodooe bitartcate per 
tablet or per 5 mL synip. The addict would 
probaldy have to inject' die narcotic extract 
from 18—36 tablets to obtam a 
In the oomponenta of this inventian, die 



taUet (or 5 mL dose of liquid) Aodd 

tain ateut 5 mg. of hydrooomuw b i tar tt a te 



(or equivalent as base ocy salt) togedier widi 
a003 — 0.1 mg. of naloxone hydrodiloride (or 
equivalent as ba% or, salt) with c« wiihiMit 
additional drugs audi as anrihtftmntnes (e.g., 65 
chlorpheniramine maleaie), vasoocmsttidms 
(e.g, phec^k{ihrii^ hydroddorMeX Qon- 
narootic analgesics (e.^.^ acetaminophei^ andr 
spasnxKli»» and caffeme. The p idfett ed tdtist 
dose is hydrocodone hitartmr e 5 mg. and 70 
naloxone hydxoddoiide 0.03 mg. 

KxampJe 3. 

Codeine with Ndaxone — Codeine phos- 
phate is an effective oral analgedc and anti- 
tussive which is generally usoi in doses of 75 
7.5 — 60 mg. tabl& as an analgesic and 10 
n^. tabto or liquid dosses as an a nn'tiissi ve 
w& or witiuTut additional nonrnaroodc drugs 
Hke APC (aspbin, phenacetm^ and cafBeme). 
The addict vrould probabbf have to ii^ect SO 
narcotic estract from A — S tablm of the 60 * 
mg. strength to obtam a "ha^. 

Txi t V^ c o^p oMti o ns of this in ventioDj the 
tablet diould oHitam 73—60 mg. t£ codeine 
phosphate or (equivalent bs base^ 8iil|diate or 85 
other sah) togemer with OSB — 1 mg. of 
naloxone hydrodiloride (or emoivalent as base 
or salts), with or widiout addinonal dr^ sudi 
as aspizin, phcnaoetin, and caffdne. T& pre- 
f erred tablec dosage is codehie phof^ate 30 90 
mg. and 0.1 mg. of nalnrfme hydrcxiilodde, 
togedier widi aspixxn 224 mg., phenaoetin 
160 mg^ and csfieine 32 mg. 

Propoxyphene mth Nidoxone — Frppo^f* 95 
phene hydrodiLoride is widd^-used as an om 
analgesic, generally m a 6S ms. dose with 
aspirin, or with aspirir^ phenacedi^ and caf- 
feine. The addict would pmbably have to in- 
jed:: the narcotic extract fami 4— 8 tablets to lOO 
obtdn a ^^ jifgh* *. 

In the compositions of this inventkm, tiie 
tabla should contain 30 — 65 mg. d prppoxy- 
phene hydrodilMide (or equivalent as tese or 
sal^ togedier with 0.03 — ^1 mg. of naloxone 1Q5 
hycuodiloride (or equivalent as base or sak), 
wnfa or widunit aqndn or AFC (aspirin, 
phenanfitTHj and caffeine). The preferred tablet 
dosage is pnspoxyi^iene iq^wxiiiozide & 
mg. and nriffrone I^ydrodSozidb 0.2 m^j 110 
ti^etiier widi mtdn 224 ng^ pbenacefm 
160 mg^ and c^ine 3Z mg. 

H x atnpic 5. 

Tentasodne with Ndoxone — Pentazoditt 
is an elective oral analgesic v?faich is generally 115 
used as a tablet oontaimng pentazocine hydnn 
dilodde equivalast to 50 mg of the base. The 
addict would probaUy have to inject die QC- 
tract from 4—^ tabkta to obtsnn a 

In die ocaDgodJdxm& of this inventxcn^ die 120 
tablet strauld oozttain 50 mg, of pemazodne 
base ii^ tlie fcuu of die Indzomonde (or 
equivaleot as the base itsdf or other sans) 



BEST AVAILABLE COPY 



1^772 



10 



15 



20 



25 



30 



35 



^ 002^6 of judanme 
nyaxDcmckzide (or eqahralent as the baae or 
^ The pce£axed tBUet dose is pait^^ 
hydiodiloiide eqofll to 50 iqg. of the base 
r wMi 02 sig. of naUttone hydro- 

The other astagcHU^ menttntttd hecem- 
abovi^ croqgt for die mixed QarcQtio-antBgon- 
ist pen ta ro a n^ can be substituted fi^nScx- 
one in dte ^bove Exaxnples, at ^ fallowing 
iimTripfps or £cHctidQ8 or die ^V^tphw doaa^ 
gtvm: N - cydapTop^ftmsAs/l - 7,8 - di- 
hydro - 14 - hydnsyncxinoiphinone - 1/3 (o£ 
nabxone dosage ixi mg.) and 21 - cydo- 
pOTOTl - 7a - (1 - bydrosy - 1 - nediyl- 
ethyl) - 6,14 - endo - edianotmafaydiood- 
pa^ - 1/3, N - cydopjsapfinrakfi - 7^ 

dihydro - 14 - hydrnvyi inrnnfftrpf^fniyyip qq^ 

21 - qrd^it^ hydiazy - 1- 

medii/ktLyi) - ^4 - endc • ^haQot3etraliydixh 
Qiq>avine ate also used in comhfaiation with 
pentazndoe, each antagonist bea»g ^ 1/3 die 
nakxmoe mg. dosage. It is nndcrstood diat 
phannaceotically aoceptaiUe add addMon ndta 
q£ the naroodc anta^udBt bases can also be 
used. 

WHAT WB CLAIM IS:_ 
1« A pbannaoeutical composition suitable 
for oral adnwnistTation CQBi^dstng (a) a com- 

pomid having substantial nasDOtk acting both 

oralty and H *^ • • 

oKyobdoae^ 



mxptBtUt salt diemi^ and (b) a narcotic 
antagonist v^bSdi is snbstantialty less active 



cHcally tiian by 
ist being (1) 



tf the nacootic antagitHH 
or a phnrmaopnticaBy 



Boc^tahle salt dierea^ (Z) A - qfdnmoffA. 
meOxsl - 7^ - dihjdio - 14 - bpixSs- 
notmoipbinone or a p^g r m qff * !T * ^n i1Ty a occp tr- 
^ salt tbereof, or (^21 - cydopmpyl - TB- 
(1 - hydroxy - 1 - me&yleihyi) - 6,14- cndb- 
ethanotetiahydiooiipuviue or a |diatmaoeatic- 
slly acceptable sdt diexeoL the wesgbt ratio 
of (a) to (b)» calcnlfltrd as me free bas^ being 

Ratiowidi Katxowidi 
(b)(1) (b)(2)or^) 



o^codone 
hydrooodone 
codeine 

peittazod 
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so that (b) does not blodc the narcotic e&ct 
of (a) ^hen die amtpf^xdon is admiodstoed 
^fly but does prevent an acute euphoriant 
effect by (a) wlifen die con^posttmn as injec- 
ted* 

2* A ooomositfCHi accoiding to 1 
wherdn (b) xs (2) or (3). 

3* A OQDc^aidcHi aoooming to daun 1 sub- 
sttxttially as described in any one of die 
Emx^les. 

J. A. KEMP AND OO^ 
Chartered Patent Agents^ 
14> South Square 
Gr^s Iim, 
London, WCIR 5EU, 



PuUwhed The Paten* ^^^^^"^^^^Bj^^i London, WC^ lAT^ftom 



40 



45 



50 



55 



60 



BEST AVAILABLE COKY 



